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Abstract of JP 5070348 (A) 

PURPOSE:To obtain a multKlrtig resistance inhibitor, capable of iniiibiting the multidrug resistance and 
maintaining anticancer action essentially possessed by an anticancer agent without exhibiting any toxicity 
as in the case of Ca<2'4-> antagonistic agents which have hitherto been used as the multidrug resistance 
inhibitor. CONSTITUTION:A multidrug resistance inhibitor containing a fflavonoid or its phamiaceutically 
permissible salt, especially quercetin as an active ingredient In an amouht of 0.01 •99wt.%, preferably 0.1- 
80wt.%. Since the above-mentioned active ingredient is capable of inhibiting and suppressing the action of 
substances for inducing or enhancing the transcription and expression of a multidrug resistance gene 
(MDR1), the anticancer action essentially possessed by an anticancer agent cian be maintained or 
enhanced.; Since the above-mentioned gene MDR1 expressed in tunnorous cells havlng the multidrug 
resistance is inhibited at a transcription level, the inhibitor has no toxiciity as In the case of Ca<2+> 
antagonistic agents. Furthermore, the dose of the nutltldrug resistance Inhibitor Is nontially about 1 -SOOmg 
per adult expressed as the amount of the quercetin and orally or paFenterally administered in about 1-4 
divided portions a day. 



Data supplied from the espacenetdatabase -— Worldwide 



http://v3.espacenet.com/publicationDetails/%iblio?DB=EPODOC&adjacent==^ 7/20/2010 



mummir cj p) m ^ || ij# |f ^ ^ (a) ciDi^^maiiii*^ 



(5i)int.a' mmm^ immm^n fi mmmsm 

A6 1K 31/35 ABB 7252-4C 

ADU 
AGA 

// C 0 7 D 311/36 6701-4G 



(Zmmm «S¥3-263234 


(7l)itilgiA 


000001100 












m-Mm^m^mm 1 rg 9#ii^ 






>jcEB ftfg 


^^mmsQ^m i mmm^m^ o ¥^ s ^ 3 ^ 15 b 




W]S«5TU:£]ff ES*±aisi 169 


itffl^B*fi^b^^fSfT<o rB*fi^b^^fee5# 
















<3at4 




C74)ft;fflA 


MB: mm a- 



(54) [i&ag(7)^,f-o 



(57) mm 

t/Co 

mm 77*v^F. mm^ 



(2) 

1 

immmmm\ 

[000 1] 
[000 2] 

mimm^tKxomt^bx^tcc mmmm 

mmmn. cnibiim^mmtrji-DXh^y^o a 

%^-mws.Zff>wm%>'m}L\.xwst^o w.^. 
\'c^m\\^'SLmmmw,t.^\i-'x%,. ^ifxm 
mmprj:<rj:mmtmmtrjiiox\,^&o m(oit^ 
mmc^^^xSit.mmfsmo-'DmmmmmKti 

[0 0 0 3] mmicMtm^.t lxh. mi^xm 

mmmi^mtm'L mmmfmnhnxi^^^o 

Stir*5i3> MD R 1 (iniiltidrug-resistance) jifeT- 30 

[000 4] p-a^f>;^i5fati. ^<o^^ti**<?) 

mm\^y^V7s^y. yiyyvT.^ 
y. 7^^y^-fyyD. ^y^yi^y. F^-v;i/ei/ 
y. =i;l/t:5^y. x.-j^:^^v'F (VP-i 6) SD'fxt" 
->F (VM-2 6) {C)tt-rSWttttH^bTl/^So C 40 

(D^^soBtt^^i-rs/cfetc. c a" mmx&?,-^y 

[000 5] 

[fgnilAmui^^t^ill] bt-'bmib. ctie 

i^(Dx. nEm^xmMmmm.t'imKi. m 



5 7 0 3 4 8 

2 

[0 0 0 6] mmmi. ^mmmmiiii-u-< 

fe 7 7 1^ / ^ F t a t: F ^giJifttlfiii'-M D R 1 
[0 0 0 7] 

[isiw*tsfci6®?gs] ^;eoT. mmt. yy 

7v#y'i'Fi:tm m%.\f. /j/bnm 

77t>>M, yyif^Z-m. 7'7/V/-;U 

li, 77-'V-m f'y7^^>is&t;/xti7>'F 
'yy ym\z.mt^mm-^m^i^ ^ tt^xt^ 

tiK nicii^fl-t'f-y (fip-^, 2- (3, ^-v^'tFP 
4^i/7x-;l/) -3, 5, 7-F'Jt:Fa4^->-4H- 

[0 0 0 8] mm(Dmmmmim\^'^ii^(oi9i 

t). mm^i^MK ^/i^^ymubxmmxi 
Ai 1 ~ 5 0 0 mggg* 101-4 mmmcti<irx. 
mnmzxmmmm^tZo mmmtLxi>t. 
m^ii. mi mm. mmu mm. *y-tM'K a 

m^ii'rjiy^^y 1 w/w %^.?Lffi9 9w/w %^m-^ 

bxmuc^'f'tmrj:Ex&^. mm(om\fm 
mmm. yyt^/'< h^xi^=t<Dmm±m^n^m 

0. 0 1-9 9fil%, »SL<iiO. 1-8011% 
D«,) :^-?'>7.mnmici:^xm^bktc:b. 1 

6 ong/kgr-feo/co m^(o^f\^'<i^y(ommt lx 

2 0 1 2 0 0 /i M*^a$ Ll\ 
[0009] 

DR l<7)i|5¥&0'?gIiA^ti?IJtiSil. ^MJ;jie-T 

MD R 1 m'^x&^p-my^^i^n.mm^m-^ 

Mmt?>(ox\ §'mmmM^ticrs^o i-h^uj: 
mm(om»mmmic^^'xW}frn^t lx 
ffli^s7vd?7^F. m\c^)]^^^y\it. ^MMe 
?M D R 1 oymwmm.^miLmmmn.m 

#7-1' F. ittc^/vu-tr^y^i. ^'Mmn^^tmMm 
mm^(Dx, w^t^^mm-mwcm^^nx^ 



iRflfff 5-7 0 3 -I S 



3 

[OQ ] 0] 

[0 0 11] mmi :^/l/^;fy^^:j:^MDR ij gfc 

t NJT-5a**<DHe pG 2fflir,3 (ATCC-HB80G 

'T F --r- (D u 1 b e c c 0 ■ s M 0 d i f 10 
i e d Eagle's Medium) 4" T'^SL 

>mmm<^kif>. MDR Hfe^O/n^:-:?- 
(^y-FiSSfcCAT (^P7A7x:i3~;l/7^^;l/h7> 
7.yxyS) jig^J&mt. CATTy-fe-fffi 

f(. 1 9 9 0^, m im ] ^cii^muco m^-i 

(cti. MDR iTfy!r/rJt-^-<OWTtCATlfi 
-7-^#^■'(?^/^5 :/v7. F p M P 1 C A T [M D R 1 
:/Dt-:5f-fjJli; (Uoda.K., et. al.. Jpn. J. Cancer 20 
Rns., 80, 1127-1132. (1989) #8§) ^X^'V^^W 
—gill (^f*9*^D^S^2 1 7 0) ^TIX^H- 
>?^b7— (^*7*:?D^#^2 4 2 0) fCit) 
mHil^k'^. :/7X5KpS VOOCAT (Araki.E.. 
PL al., Nucleic Acids Res., (1988). 16, 16Z7#BS) 

at-^- (MDR 1 /OTr-^?-T«) omfcC 
A TiifeT-^EttLfc/^X 5FpBLCAT2 (Luck 
ow.B., et al.. Nucleic Acids Res., 15, 5490 (1987) 
#!i) m\^^tco cne.©#7'7X5KDNA 1 0/ig*30 



-gal (-7 h 'J li - 7^^y'/Dt- W 

m^mBmmiimm&^'okm 5 //. g t « 

bfco DNAWA^^''J-L'0-;l/v/a 

^gffl Lfco c A Tmmmwmt^miccnibmm 
( 1 ) mmiMmtt^mm^ 1 © 1 3> 

Fti-;l/J . (2) «ltFU7A (I 00 p. 

M) iaa^ 4 i^H^iSfi m 1 o r«tt f u 7 a i 

ffii] , (3) ^}\^-t^> {t^y^T7.^m: 1 OQ/i 

M) m^^mmm eg 1 © r^/nr^^^j » . & 
t; (4) M« (3) <D^i\^^i->m^4mmut 

ilOQliM) MS^ 4 n?fimS| 1(0 T^jl-t^> 
F'J7AJ iiJ 0 

[0 012] mm-f F u 7AJiu ymmmm cp b 
S) {c. ^jV'di-yii] 0mHcDlJS-ei^';^^;i'X;i/*:^ 

i/F (DM SO) {c^tl^'n}g/5?LT*3t. tgWT'Ffr 
SOliffcSrSck^teflfifc^Lfeo ^V^r. (2) 
~ (4) {cot/^Ta'!r7Hrf^>^#t?iiP^clgg?|{c3^ 

Wibrt^^mczmi^^brmmm-^^ko pic 
18 -;!f9^' F iy^-mm^stmmmmm c a t7 

•y•b'1'{<:fflV^r^:o WT©^ HC. C A T7y-b:'r<?5 Slal 
(OW-i^mTTst (3> F o-;l/^ 1 0 0 i: LfttlM 

li) o 

[00 13] 
[gl] 

pMPlCAT p BLOAT 2 

(BDRirpH) (TK / g^-» 



100 
2 08 
1 1 4 

9 4 



100 
1 06 

1 1 3 

1 0 6 



[00 14] ^mm2 

p -m^ y;^'>m^m^m^mm^mmmicx 
oTi</co mm 1 x-m^ku e p g zmmmmm 

1 h|nj^i©^#T-?-igSbfdt, £:n6©«^4l¥(c 

m^mi^t^<ott^^ C^2<D r3>Fa-;i/j 
ffli) . (2) mmth u ( 1 0 0 /I M) iiaa^ 4 

tJPW m 2 (0 ruil^t F U 7 AJ ffii] , ( 3 ) ^ 
;l/t^> (tA^^'r;^i'ii : 1 0 0 //.M) &ffl§4fit 

fHm^ii (t2(0 r-:r;i/-tf->.i ii:; . m (4) m 

(3) <D'5r;Hz^y5!lJl;&4HjPBWtfcft. mc^)^ 

ii^-y^kntzi^t. wmi-vvyi. noo^iM) 



mM4m?mM (^2© r-'/;i/-tf^y+ffiflttt F 'J 

7AJ ^i] o 

[0015] mmmt f u 7 a^a y yiMfS ( p b 

S) (C, ^r;l/vbf-y|J 1 OmHCOlftT'J^;^^;!/^;!/*^ 

i/F (DM SO) ic=tn^'mmbxm. tgw^m 

S®zig a; ^: S <t ^ (cJrgiffiJijrsiljn U fco Ml^T. ( 2 ) 
~ (4) {covvTtt-^/Hz^y^^tyfrP^tgajgti:^ 

/-Co mmmmtp-m^yf^^mcm?>'e/'>ti 

i--)imC- 2 19 (-L'> F 37tt) ^ 4 "CI? 1 m?^^ 

u^b-fur-fyA - 1' 7 7 u -xT^sia^ft^M 

^•fir/co «fciPfe% 7 %t F U 7A KT->;l/-9-;l/7i- F 
Ji<'J7^U/l/7 5 Fy/l/ 'S DS-PAG E) XWM 



5!S 



[0 0 1 63 



ayhv~jl 

'r}\^^^y 

>T^^^^y^-msm•f\^)^k 



[OQ 1 7] J-X±<D<fc5{i:, >T)\/^^y\,t. ^Miftt^' 

yi^^m-oi- K-rsifeiFM D R 1 omi^^m- 

[00 18] 



